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DETAILED ACTION 
Status of the Claims 

The Amendment and Response filed July 5, 2006 has been entered and 
considered. Claims 1-20 are pending and have been considered in this Office Action. 

Rejections Withdrawn 

The rejection of Claims 1,3-11, and 14-18 under 35 U.S.C. 112, second 
paragraph, as being incomplete for omitting essential steps, such omission amounting 
to a gap between the steps is withdrawn in light of Applicants arguments. See MPEP 
§ 2172.01 . The claimed methods are incomplete because they do not have a method of 
eluting the polypeptides from the column. Incorporation of the limitation of Claim 2 into 
Claim 1 and Claim 13 into Claim 1 1 would overcome this rejection. 

The rejection of Claim 13 under 35 U.S.C. 112, 2 nd paragraph for reciting the 
limitation "said solid support" in line 2 without antecedent basis is withdrawn in light of 
the amendment. 

Rejections Maintained 
Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 
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Claims 11, 13-18 are rejected under 35 U.S.C. 102(a) as being anticipated by 
Evans et al. (J. Biol. Chem. (June 25, 1999) 274(26): 18359-18363; ref. BG of IDS filed 
10/15/01). 

Restatement of Rejection 

Evans et al. teaches a method of making a cyclic polypeptide by fusing the C- 
terminal portion of a split intein (Ssp mini-intein) to the N-terminus of a target 
polypeptide (BBP, RGD, or CDR-H3/C2) and fusing the N-terminal portion of a split 
intein (Mxe GyrA intein) to the C-terminus of the target to produce a fused polypeptide, 
fusing an affinity binding domain (a chitin binding domain) to the fused polypeptide, 
immobilizing the fused product on an affinity based solid support (chitin column), 
incubating. the immobilized precursor under conditions that favor formation of the cyclic 
polypeptide, and eluting the cyclic polypeptide from the solid support (see p. 18360). 
BBP, RGD, and CDR-H3/C2 are cyclic peptides. The inteins used in the method of 
Evans et al. appear to be artificially split inteins. An artificially split intein and a 
naturally split intein have identical function and could not be distinguished from each 
other except by knowing how they were made. Thus, Claim 16 is rejected because an 
artificially split intein is not patentably distinguishable from a naturally split intein. Thus, 
Evans et al. meets the limitations of the claims. 

Response to Applicants' Arguments 

Applicants argue that Evans et al. is authored by the applicants and is not an 
invention by others. This argument has been considered but is not deemed persuasive 
because the term "others" in 35 U.S.C. 102(a) refers to any entity which is different from 
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the inventive entity or, in other words, any combination of authors or inventors different 
than the Inventive Entity (see MPEP 2132(111)). The inventors of the present application 
are Evans and Xu. The authors of Evans et al. include Evans, Benner, and Xu. Thus, 
Evans et al. is considered "by others". 

Applicants argue that Evans et al. uses intact inteins and not split inteins as 
required by the present claims. Applicants compare Figure 1 of Evans with Figure 3 in 
the present Application to support their position. This argument has been considered 
but is not deemed persuasive for the following reasons. What is to be compared in 
determining prior art is whether the reference teaches what is claimed and not 
necessarily what is in the drawings. The present claims are not patentably 
distinguishable from Evans et al. including Figure 1 of Evans et al. Split inteins are 
intein fragments that come from two genes — one with the N-terminal intein function and 
one with the C-terminal intein function. The two inteins used in Evans et al. are Ssp 
mini intein and Mxe GyrA intein. Both of these inteins have been modified to have either 
N-terminal activity (Ssp mini-intein) and C-terminal activity (Mxe GyrA) and thus are not 
considered patentably distinguishable from split inteins. If Evans et al. differs because 
the two intein fragments used in therein are not complementary then this needs to be 
added as a limitation to the claim to distinguish it from Evans et al. Otherwise, absent 
evidence of a difference between the presently claimed invention and the method of 
Evans et al., it appears that they are patentably indistinguishable. 
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New Rejection 
Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.G. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 11 and 13-18 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Evans et al. (J. Biol. Chem. (June 25, 1999) 274(26): 18359-18363; ref. BG of IDS 
filed 10/15/01) in view of Wu et al. (Proc. Natl. Acad. Sci. (Aug. 1998) Vol. 95, pp. 9226- 
9231; ref. CF of IDS filed 10/12/01). 

Evans et al. teaches a method of making a cyclic polypeptide by fusing the C- 
terminal portion of a split intein (Ssp mini-intein) to the N-terminus of a target 
polypeptide (BBP, RGD, or CDR-H3/C2) and fusing the N-terminal portion of a split 
intein (Mxe GyrA intein) to the C-terminus of the target to produce a fused polypeptide, 
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fusing an affinity binding domain (a chitin binding domain) to the fused polypeptide, 
immobilizing the fused product on an affinity based solid support (chitin column), 
incubating the immobilized precursor under conditions that favor formation of the cyclic 
polypeptide, and eluting the cyclic polypeptide from the solid support (see p. 18360). 
BBP, RGD, and CDR-H3/C2 are cyclic peptides. The inteins used in the method of 
Evans et al. appear to be artificially split inteins. However, even in the case that the 
inteins used in the method of Evans et al. are distinguishable from split inteins, the 
teachings of Evans et al. combined with the teaching of split inteins would render the 
present claims obvious. 

Wu et al. provides evidence that both naturally occurring and engineered split 
inteins were known in the art at the time of the invention. Wu et al. discloses the 
characterization of the naturally occurring split intein, Ssp DnaE and indicates that split 
inteins had already been engineered in vitro (p. 9230, Col. 2, last lines of first 
paragraph). 

Thus, it would have been obvious to one of ordinary skill in the art to modify the 
method of Evans et al. to use either a split intein or naturally occurring intein in place of 
the inteins used therein. One of ordinary skill would have been motivated to do so since 
split inteins are smaller and can be engineered to have the desired activities. 

Conclusions 

Claims 11 and 13-18 are rejected. Claims 1-10, 12, and 19-20 appear to be free 
of the prior art of record . 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Holly Schnizer whose telephone number is (571) 272- 
0958. The examiner can normally be reached on Tuesday, Thursday, and Friday from 
10 am to 5:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen Kerr can be reached on (571 ) 272-0931 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-21 7-91 97 (toll-free). 




HOLLY G. SCHNIZER, PHD 



